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1. The statement of no new matter ahs been received, and the Sequence Listing filed June 
28, 2002 is now approved. 

2. Claims 1-10 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. The structures of the compounds being claimed is unclear. With respect to 
formulas (II) and (III) and the -NH-X- groups which are present, when X is an amino acid 
sequence, it is not clear if the sequence is oriented in the conventional direction, with the N- 
terminus on the left-hand side and resulting in the formation of a -NH-NH- group, or if the 
sequence is oriented with the C-terminus at the left-hand side so that a more conventional 
-NH-C(O)- bond results. For analogous reasons, it is not clear what structure the -Z-Link group 
in formulas (II) and (III) has when Z is one of the amide bond formulas. With respect to formula 
(II) and variable Y, it is not clear if the amide bond of formula -C(0)-NR- represents a group in 
addition to the carbonyl group which would be present at the end of the Epitope Tag Site and in 
addition to the amino group which would be present at the beginning of the Protease Cleavage 
Site. If so, then the compound of formula (II) could comprise a -C(0)-C(0)-NR-NH- group, 
which is not typical of most peptide compounds. Claim 1 requires Link to be Lys-s- 
iodoacetamide or Orn-8-iodoacetamide. However, claim 2 does not require the presence of such 
groups, but rather requires the presence of -CH 2 CH2CH 2 CH2-NH-C(0)-CH2l or -CH 2 CH 2 CH 2 - 
NH-C(0)-CH 2 I groups in addition to C-terminal lysine or ornithine residues. It is unclear if 
these groups are in addition to the sidechains of the lysine or ornithine residues, or if they 
represent lysine and ornithine residues with modified sidechains. Claim 10 is indefinite because 
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it is unclear if the iodoacetamide groups are attached to the side chains of the glycine, alanine, 
aminobutyric acid, and valine residues, or if they are attached to the C-termini of these residues. 

3. Claim 2 is objected to under 37 CFR 1 .75(c), as being of improper dependent form for 
failing to further limit the subject matter of a previous claim. Applicant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. The compounds of claim 2 do not appear to comprise a Lys-e- 
iodoacetamide or an Orn-6-iodoacetamide group as required by the independent claim. This 
objection is related to the rejection under 35 U.S.C. 1 12, second paragraph, set forth in section 2 
above. 

4. Claims 1-10 are not deemed to be entitled under 35 U.S.C. 1 19(e) to the benefit of the 
filing date of provisional application 60/264,576 because the provisional application '576, under 
the test of 35 U.S.C. 1 12, first paragraph, does not disclose compounds in which X can be 
between 1 to 10 amino acids (note that the provisional application discloses between 10 to 30 
amino acids), does not disclose Z being glycine, alanine, a synthetic amino acid, or y- 
aminobutyric acid, does not disclose compounds having the structures recited in instant claim 2, 
and does not disclose compounds of formula (III). 

Claims 2 and 10 are deemed to be entitled under 35 U.S.C. 1 19(e) to the benefit of the 
filing date of provisional application 60/305,232 because the provisional application '232, under 
the test of 35 U.S.C. 1 12, first paragraph, discloses the claimed subject matter. 

Claims 1 and 3-9 are not deemed to be entitled under 35 U.S.C. 1 19(e) to the benefit of 
the filing date of provisional application 60/305,232 because the provisional application '232, 
under the test of 35 U.S.C. 1 12, first paragraph, does not disclose compounds in which X can be 
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between 1 to 10 amino acids (note that the provisional application discloses between 10 to 30 
amino acids), and does not disclose Z being glycine, alanine, a synthetic amino acid, or y- 
aminobutyric acid. 

5. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

6. Claims 1 and 3-9 are rejected under 35 U.S.C. 102(e) as being anticipated by Washburn 
et al (U.S. Patent Application Publication 2003/0068825). Washburn et al teach compounds 
having the same structures recited in Applicants' claims. See, e.g., paragraphs [0256] through 
[0275]. The amino acids which are present in compounds [0256] to 0270] all correspond to 
Applicants' formula (II) in which, e.g., the Protease Cleavage Site is ENLYFQG, Y is an amino 
acid sequence of 10, 9, or 8 amino acids, A=0, and X is an amino acid sequence of 1, 2, or 3 
amino acids. Compounds [0272] through [0275], which are identical to those recited in instant 
claim 2, necessarily have a group X which is an amino acid sequence comprising 0 to 3 amino 
acids. 

The disclosure of Washburn et al relied upon in the above rejection is entitled under 35 
U.S.C. 1 19(e) to the benefit of the filing date of Washburn et al's provisional application 
60/305,169. See, e.g., page 62, lines 9-29, of the provisional application ' 169. Accordingly, 
Washburn et al has an earlier effective filing date than instant claims 1 and 3-9 (see section 9 
above) and is available as prior art against these claims under 35 U.S.C. 102(e). 

Washburn et al does not have an earlier effective filing date than instant claims 2 and 10 
(see section 9 above), and accordingly is not prior art against these two claims. 
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7. Applicant's arguments filed November 4, 2004 have been fully considered but they are 
not persuasive. 

The rejection of the claims under 35 U.S.C. 112, second paragraph, is maintained. 
Applicants argue the "NH" in the "NH-X" group in the two formulas is intended to show the 
attachment point of the Acyl, i.e. that the "NH" represents the N-terminus of the amino acid 
sequence X and does not represent a group in addition to the amino acid sequence. However, 
this interpretation offered by Applicants immediately raises the question of what does the "NH" 
represent when X is an amino acid sequence comprising 0 amino acids - does "NH 7 ' represent the 
N-terminus of the Epitope Tag Site? When X is an amino acid sequence comprising 0 amino 
acids and A=0, or when X is -C(0)-NR- or when is -C(O)-, what does NH represent - does the 
"NH" disappear from the formula because there is no amino terminus to represent, or for these 
situations does NH represent an actual amino group which is physically present in the 
compounds in addition to all of the other groups? Applicants point to specific compounds in 
paragraphs [0067]-[0068] as supporting Applicants' interpretation of the chemical formulas. 
However, these specific compounds merely repeat the terminology and do not explain what was 
intended by Applicants. For example, in the compounds of these paragraphs, the "NH" could 
represent the amino terminus of the following amino acid sequences, or the "NH" could 
represent an amino group in addition to whatever groups are present in the following amino acid 
sequences. 

Continuing on with Applicants' interpretation of the "NH" group in the two formulas, if 
this group merely represents the N-terminus of the amino acid sequence X, then when X is 
-C(0)-NR-, does the "NR" merely represent the N-terminus of the Epitope Tag Site, or is this 



Application/Control Number: 1 0/057,789 Page 6 

Art Unit: 1654 

NH group in addition to those present in the Epitope Tag Site? If the former interpretation is 
intended, then it is not known what difference there is between the claim recitations that X can 
be -C(0)-NR- and that X can be -C(O)-. If the latter interpretation is intended, then the resulting 
compound would comprise a -C(0)-NR-NH- group, which is not typical of most peptide 
compounds. 

On pages 9 and 10 of the remarks, Applicants refer to a 5'-3' direction, to a "3' amino 
acid", to a "5' amino group", to a "conventional 5' to 3' orientation", etc. However, amino acids 
and amino acid sequences do not have 5' or 3' positions and do not have 5 '-3' orientations. This 
is terminology used exclusively with oligonucleotide sequences, and has no relevance to amino 
acid sequences. 

Applicants argue that Y represents the connection of the carboxy terminus of the Epitope 
Tag Site with the amino terminus of the Protease Cleavage Site. However, this interpretation 
does not hold when A=0 and when X is either -C(0)-NR- or is an amino acid sequence 
comprising 0 amino acids. With respect to the interpretation of the group Z in the two formulas, 
Applicants argue that the amide bonds show that an amino acid sequence linked to Z, or forming 
part of Z, can be present in either orientation, i.e. the conventional N-terminus to C-terminus, or 
the opposite orientation C-terminus to N-terminus. However, only in formula (II) can an amino 
acid sequence be linked to Z, that amino acid sequence being the Protease Cleavage Site. Also, 
because at page 10, lines 3-4, of the remarks, Applicants have argued that the Protease Cleavage 
Site is in the conventional N-terminus to C-terminus orientation, it is contradictory to argue at 
page 10, lines 8-11, that Z can be linked to N-terminus of this amino acid sequence. 
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Applicants have yet to provide a consistent interpretation of the formulas recited in the 
claims, and, as indicated in the first Office action and Applicants' response thereto, the examiner 
has not been able to guess what interpretation was intended by Applicants. One skilled in the art 
would be unable to determine whether a particular group in the claimed formulas and compounds 
represents a group which is actually present in and of itself in the claimed compounds, or 
whether the particular group merely represents the orientation of other groups present in the 
claimed compounds. The claims remain indefinite in the absence of clarifying claim language 
which permits one skilled in the art to understand what Applicants are claiming. 

With respect to the lack of correspondence between the formulas of independent claim 1 
and the compounds of dependent claim 2, the examiner maintains his position. This rejection 
could be overcome by amending claim 2 so that it uses the same terminology used in the 
independent claim, i.e. so that it uses "Lys-e-iodoacetamide" instead of "K-CH 2 CH 2 CH 2 CH 2 - 
NH-C(0)-CH 2 F' and so that it uses "Orn-8-iodoacetamide" instead of Orn-CH 2 CH 2 CH 2 -NH- 
C(0)-CH 2 L 

With respect to section 9 of the first Office action, it can not be assumed that the -NH- 
which occurs after "Acyl" in the compounds of claim 2 represents the amino terminus of the 
following amino acid sequence. This is because the interpretation of -NH- in the formulas of 
claim 1 is unclear. As noted above, it is possible that -NH- in the formulas represents the amino 
terminus of an attached ammo acid sequence, and it is possible that -NH- represents a group 
which is actually present in and of itself in the claimed compounds. 

The rejection over Washburn et al (U.S. Patent Application Publication 2003/0068825) is 
maintained. That the general formula of Washburn et al does not anticipate or suggest 
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Applicants' claims does not mean that the specific compounds of Washburn et al can not 
anticipate Applicants' claims. 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (571) 272-0969. The 
examiner can normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The 
examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Bruce Campell can be reached at (571) 272-0974. The fax number for formal 
communications to be entered into the record is (703) 872-9306; for informal communications 
such as proposed amendments, the fax number (571) 273-0969 can be used. The telephone 
number for the Technology Center 1600 receptionist is (571) 272-1600. 




Jeffrey E. Russel 
Primary Patent Examiner 
Art Unit 1654 
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December 10, 2004 



